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DETAILED ACTION 

Withdrawal of Finality 

1 . Applicant's request for reconsideration of the finality of the rejection of the last 
Office action is persuasive and, therefore, the finality of that action is withdrawn. The 
withdrawal of finality is being made primarily to further clarify the obviousness of the 
instant claims. 

Response to Amendment 

2. The declaration under 37 CFR 1.132 filed February 26, 2010 is sufficient to 
overcome the rejection of claims 10 - 12, 14, 18 - 21 based upon Mylari (US 6,426,341). 

Response to Arguments 



3. Applicant's arguments with respect to the pending claims have been considered 
but are moot in view of the new ground(s) of rejection presented below. 



Application/Control Number: 10/587,320 Page 3 

Art Unit: 1618 

Claim Rejections - 35 USC § 103 



4. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

5. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

6. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 
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7. Claims 10 - 12, 14 and 18 - 21 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Mylari (US 6,426,341 ) in view of Crary (US 5,639,482). 

Mylari discloses the administration of aldolase reductase inhibitors (ARIs) such 
as fidarestat to diabetic patients (col 2, In 25 - 26, 35 - 39). Fidarestat is the compound 
of instant claim 12. ARIs act in humans and other animals to prevent or reduce 
unwanted accumulation of galactitol (col 1, In 10 - 28) and are of therapeutic value for 
controlling certain diabetic complication such as diabetic nephropathy, diabetic 
neuropathy and diabetic retinopathy (col 1 , In 28- 32). The methods and compositions of 
Mylari containing an ARI are useful in treating diabetic complications, including, but not 
limited to, diabetic retinopathy (col 2, In 35 - 39). The compositions can be administered 
orally (col 7, In 14; Formulations 1 -4, col 10). 

Mylari does not disclose diabetic diffuse macular edema as a diabetic 
complication which can be treated using an ARI such as fidarestat. 

Crary discloses that compositions comprising selenium have been used for the 
treatment and prevention of macular edema in diabetic retinopathy (col 1 , In 53 - 55). 
While selenium and vitamin E have been used in combination with other compounds for 
the treatment of diabetic retinopathy and recurrent macular edema, the use of the two 
compounds alone was not previously suggested (col 2, In 38 - 44). Two patients 
suffering from background diabetic retinopathy and diffused macular edema (patients 1 
and 4) as well as two patients only identified as having type II diabetes and diffuse 
macular edema (patients 2 and 3) showed improved visual acuity and clearance of the 



Application/Control Number: 10/587,320 Page 5 

Art Unit: 1618 

macular edema upon administration of vitamin E and selenium (col 3, In 1 7 - col 4, In 
15). 

It would have been obvious to the person of ordinary skill in the art at the time the 
invention was made to administer fidarestat to a patient suffering from diabetic diffuse 
macular edema. The person of ordinary skill in the art would have been motivated to 
make those modifications and reasonably would have expected success because Mylari 
discloses that administration of ARIs such as fidarestat are useful in the treatment of a 
wide variety of diabetic complications including diabetic retinopathy and Crary discloses 
that compositions which are useful for the treatment of diabetic retinopathy are also 
useful in the treatment of diffuse macular edema. Diabetic patients in Crary with only 
diffuse macular edema or both diabetic retinopathy and diffuse macular edema 
experienced improvement in vision. As the same active agent is being administered to 
the same patient population, namely human subjects with diabetic diffuse macular 
edema, the same results must occur, whether those result in ameliorating the diabetic 
diffuse macular edema alone or when such amelioration consequently inhibits a 
deterioration of visual acuity of the subject. 

8. Claims 10 - 12, 14 and 18 - 21 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Akita et al. (Acta Med Okayama) in view of Crary (US 5,639,482) and 
Wani et al. (JK Practitioner 2003). 

Akita et al. discloses the use of SNK-980, the compound of claim instant 12, as 
an aldose reductase inhibitor for the treatment of histopathological changes in retinal 
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tissues (p 299, col 1 - col 2). In a diabetic rat model, SNK-860 was administered orally 
(p 300, col 1 , paragraph 2). Diabetic rats that were not administered SNK-860 
developed pathological folding of the retina with retinal edema or cell dissociation that 
was not seen in non-diabetic rats or diabetic rats given SNK-860 (p 300, col 2, 
paragraph 5). Leakage of albumin from the blood vessels in the area under these folds 
of diabetic rats not receiving SNK-860 was also observed (p 302, col 2, paragraph 2). 

Akita et al. does not explicitly disclose the treatment of diabetic diffuse macular 
edema with SNK-860 in human subjects. 

Crary discloses that compositions comprising selenium have been used for the 
treatment and prevention of macular edema in diabetic retinopathy (col 1 , In 53 - 55). 
While selenium and vitamin E have been used in combination with other compounds for 
the treatment of diabetic retinopathy and recurrent macular edema, the use of the two 
compounds alone was not previously suggested (col 2, In 38 - 44). Two patients 
suffering from background diabetic retinopathy and diffused macular edema (patients 1 
and 4) as well as two patients only identified as having type II diabetes and diffuse 
macular edema (patients 2 and 3) showed improved visual acuity and clearance of the 
macular edema upon administration of vitamin E and selenium (col 3, In 1 7 - col 4, In 
15). 

Wani et al. disclose that diabetic retinopathy can cause blindness in both the 
proliferative and background stages of the disease. In the background stages of diabetic 
retinopathy, visual impairment is caused by the direct involvement of the macular area, 
a condition to which the term maculopathy is often applied (p 276, col 2, ^ 1). "The 
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maculopathy is invariably associated with other changes of either proliferative or 
proliferative diabetic retinopathy Diabetic maculopathy has varied clinical manifestations 
and presents differently in different patients. Patients with early diabetic retinopathy are 
usually asymptomatic and the fundus changes are usually not clinically apparent before 
5 years of systemic disease" (p 277, col 2, 1f 2). It is the development of edema, 
exudates, etc. that leads to patients complaining of visual symptoms (p 277, col 2, If 2), 
at which time when they were likely to go to a doctor for diagnosis. Depending on the 
predominant clinical features, maculopathy can be divided into types such a focal, 
diffuse and ischemic but there is often overlap between these categories and many 
reports do not distinguish between the various forms but only discuss macular edema, 
the first and dominant sign of maculopathy (p 277, col 2, If 3). 

It would have been obvious to the person of ordinary skill in the art at the time the 
invention was made to orally administer SNK-860 to a human subject suffering from 
diabetic diffuse macular edema. The person of ordinary skill in the art would have been 
motivated to make those modifications and reasonably would have expected success 
because Akita et al. discloses that SNK-860 administration inhibits the histopathological 
changes in the eyes of diabetic rats. Crary and Wani et al. together teach that diffuse 
macular edema is a complication of diabetes and that the same agent can be used to 
treat both diabetic retinopathy and diffuse macular edema. Thus, given the relationship 
set forth in Wani et al. as to the interrelatedness of the various ocular complications of 
diabetes and the teachings of Crary that the same agents can be used to treat both 
diffuse macular edema and diabetic retinopathy, it would have been obvious to 
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administer SNK-860 to human diabetics with diffuse macular edema in order to treat the 
histopathological changes that occur in the eye, as taught by Akita et al. 

As the same active agent is being administered to the same patient population, 
human subjects with diabetic diffuse macular edema, the same results must occur, 
whether those result by ameliorating the diabetic diffuse macular edema alone or when 
such amelioration consequently inhibits a deterioration of visual acuity of the subject. 



Conclusion 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nissa M. Westerberg whose telephone number is 
(571 )270-3532. The examiner can normally be reached on M - F, 8:00 a.m. - 4 p.m. ET. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on (571) 272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Michael G. Hartley/ 

Supervisory Patent Examiner, Art Unit 1618 
NMW 



